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CLAIMS 



1 . A therapeutic agent for cancer, to be used concomitantly with anti-HER2 
antibody, the active ingredient of which comprises amrubicin or a pharmaceutically 
acceptable salt thereof. 

2. A therapeutic agent according to Claim 1 , wherein the cancer is breast 
cancer, stomach cancer, renal cancer, salivary gland cancer, ovarian cancer, uterine 
cancer, or lung cancer. 

3. A therapeutic agent according to Claim 1 or 2, wherein the cancer is 
cancer involving the high expression of HER2. 

4. A therapeutic agent according to any of Claims 1 through 3, wherein the 
amrubicin or pharmaceutically acceptable thereof is given in a dose of 0.5 to 

3.0 mg/kg/day when the anti-HER2 antibody is given in a dose of 0.1 to 4.5 mg/kg/day. 

5. A therapeutic agent according to Claim 4, wherein the amrubicin or 
pharmaceutically acceptable thereof is given for 3 consecutive days every 3 weeks, and 
the anti-HER2 antibody is given every week. 

6. A therapeutic agent according to any of Claims 1 through 3, wherein the 
amrubicin or pharmaceutically acceptable thereof is given in a dose of 1 .5 to 

9.0 mg/kg/day when the anti-HER2 antibody is given in a dose of 0.1 to 4.5 mg/kg/day. 

7. A therapeutic agent according to Claim 6, wherein the amrubicin or 
pharmaceutically acceptable thereof is given every 3 weeks, and the anti-HER2 antibody 
is given every week. 

8. A therapeutic agent according to any of Claims 1 through 7, characterized 
in that the dose ratio between the amrubicin or pharmaceutically acceptable thereof and 
anti-HER2 antibody is 2:1 to 8:1 in Week 1 at the start of the administration of both.. 

9. The use of amrubicin or pharmaceutically acceptable thereof for the 
preparation of a cancer therapeutic agent to be given concomitantly with anti-HER2 
antibody. 

10. Use according to Claim 9, wherein the cancer is breast cancer, stomach 
cancer, renal cancer, salivary gland cancer, ovarian cancer, uterine cancer, or lung cancer. 
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1 1 . Use according to Claim 9 or 10, wherein the cancer is cancer involving the 
high expression of HER2. 

12. Use according to any of Claims 9 through 1 1, wherein the amrubicin or 
pharmaceutical ly acceptable thereof is given in a dose of 0.5 to 3.0 mg/kg/day when the 
anti-HER2 antibody is given in a dose of 0.1 to 4.5 mg/kg/day. 

1 3. Use according to Claim 1 2, wherein the amrubicin or pharmaceutically 
acceptable thereof is given for 3 consecutive days every 3 weeks, and the anti-HER2 
antibody is given every week. 

14. Use according to any of Claims 9 through 11, wherein the amrubicin or 
pharmaceutically acceptable thereof is given in a dose of 1.5 to 9.0 mg/kg/day when the 
anti-HER2 antibody is given in a dose of 0.1 to 4.5 mg/kg/day. 

15. Use according to Claim 14, wherein the amrubicin or pharmaceutically 
acceptable thereof is given every 3 weeks, and the anti-HER2 antibody is given every 
week. 

16. Use according to any of Claims 9 through 15, characterized in that the 
dose ratio between the amrubicin or pharmaceutically acceptable thereof and anti-HER2 
antibody is 2:1 to 8:1 in Week 1 at the start of the administration of both. 

17. A therapeutic method for cancer, characterized by the concomitant use of 
an effective amount of anti-HER2 antibody and an effective amount of amrubicin or 
pharmaceutically acceptable thereof 

1 8. A therapeutic method for cancer according to Claim 1 7, wherein the 
cancer is breast cancer, stomach cancer, renal cancer, salivary gland cancer, ovarian 
cancer, uterine cancer, or lung cancer. 

1 9. A therapeutic method for cancer according to Claim 1 7 or 1 8, wherein the 
cancer is cancer involving the high expression of HER2. 

20. A therapeutic method according to any of Claims 17 through 19, wherein 
the amrubicin or pharmaceutically acceptable thereof is given in a dose of 0.5 to 

3.0 mg/kg/day when the anti-HER2 antibody is given in a dose of 0.1 to 4.5 mg/kg/day. 
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21 . A therapeutic method according to Claim 20, wherein the amrubicin or 
pharmaceutical^ acceptable thereof is given for 3 consecutive days every 3 weeks, and 
the anti-HER2 antibody is given every week. 

22. A therapeutic method according to any of Claims 17 through 19, wherein 
the amrubicin or pharmaceutical^ acceptable thereof is given in a dose of 1 .5 to 

9.0 mg/kg/day when the anti-HER2 antibody is given in a dose of 0.1 to 4.5 mg/kg/day. 

23. A therapeutic method according to Claim 22, wherein the amrubicin or 
pharmaceutical^ acceptable thereof is given every 3 weeks, and the anti-HER2 antibody 
is given every week. 

24. A therapeutic method according to any of Claims 17 through 23, 
characterized in that the dose ratio between the amrubicin or pharmaceutical^ acceptable 
thereof and anti-HER2 antibody is 2:1 to 8:1 in Week 1 at the start of the administration 
of both. 

25. A kit for the treatment of cancer, comprising a first composition 
comprising amrubicin or pharmaceutical^ acceptable thereof, and a second composition 
comprising anti-HER2 antibody. 
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m m « 

e r 2 0l# i ^jsjfesew^Bs-r 

7^7t-f^^lf^T'fc57^t , ^y ( (+) - (7S, 9S) - 
9 -Tir^- 9-757-7- [ (2 *>- j5 -D-^ ]) X n -*<l/ h 
10 tf7;^) t^f^] -7, 8, 9, 10-xh7tKn-6, 

^fv--5, n-t^nvw f±, ^©7^77^ ^ y i/^t&mx 

TfcJfctlTVS (W3-5 3 9 7f) 0 
15 w— : T^^-tM ? ]) ^tfeOl 3 # % TA>Hf^Vj:t> 

(Cancer Chemother. Pharmacol., 30, 51-57(1992)) 0 
ttSd^SSV^tO-C&oyt (Invest. New Drug, 15, 219-225, (1997)) 0 

K^y/Wf^, ^kVUfv^ fc^Pbf^fc £t/T^ 
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/^£<^ftoTl^ (JJSHP 27, 1087-1110, (1991)) 0 ^//Vfc'v^ K^yA- 

T*te^7n#:kl^3S^©{ftl£^1~ (Cancer Chemother. Phramcol. 30,51-57, (1992)) 
o — *"TA^t^»T'}iil7G^<D^^vH^^^i-(Jpn. J. cancer Res. 89,106 

5 7-1073, (1998)). h-^y^^(Dmm^^xitmiMmnmmhti^^\ T 

1^3 (Jpn. J. Cancer Res. 89, 1061-1066, (1998)) c K^y^t*^^©^ l/?—jJ 
'is— is 3 l<^g&\ZTJ»Sl'\fx/l'$5&XfiTJ*S\'\fZ'S — ^©^0{g3£vv&t£T*&>6 (Jpn 
. J. Cancer Res. 89. 1229-1238, (1998)) „ K=¥ y/Hf^^^^^ 7 yl^tf 

io < #;rr5 # % t tr e^-w \f^mmm^0 < fm-tz> (Ann. 

Haematol. 69, S13-S17, (1994), Jpn. J. Cancer Res. 89. 1229-1238, (1998), U 
rol. Res. 25, 125-130, (1997))„ Ti^Vt'v'^Ti^V tfW — /H?f3$BJ)&CDit5g 
§r50%W^ii-5?tgT*Topoisomerase II^r^L^cCleavable Complex£5fe#te3c^b£ 
•£3:5^ K^y^V t^»-e(tiBM5g^50%WJi-^^TiiCleavable Complex £r£ 
15 ^ffc£-frftl^ ( Jpn. J. Cancer Res. 89. 1229-1238, (1998)) 0 

™^©#fffifc:J:S^^#ffi©^^fc!9, in vitroUgfcfc^T K*y;Hf$^ 
t^-^^^™^©#ffitCj;i3^iniW*am*^rimfeb^TVN5 (M. Pe 
grametal. , Oncogene, 18, 2241-2251(1999)) „ Ld*U K^y/Vf^^i^—fe 
7?->™$:iftmirZ> t , K#^f±'fr§te#?S0£-C^h,3 r £ JiTl^S (G 

25 enentechtt-TV^-^^ hAK-^-v 5 ) fcfc, WBf&S&te&T L t>^8l#t>© t 
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ft (human epidermal growth factor receptor 2 protein^ £J.TH E R 2 ) <Dfn.{$(D — 

&fri%o #3893 £ F^y^^i/bfD^tihtDvjj^cDtemte. 7A;nf->yt K=^y 
#3891©Mtf^ OT<^*5D-T-fe5o 

(1) T^b^>^Sfc«^(D^±^$n^^^«^t1-?», SHER2 

20 fcfct <Dmmmm%ffimmmmm 0 

(2) tm, ws, t»g, iimys, ^(wss^ttjws-cfes 
±!b (i) mm(ommm 0 

(3) *^3iS % HER2iS3&3g©jfc£li-T?&5±fB (1) £7c« (2) lBfstf>?£^ 

25 (4) £tHER 2#;#:£0. 1-4. 5mg/k g/0ft#t5*^l^ 7i»;Hf'> 
^*fctt^<Z>|g^±!^£;fc5:££0. 5-3. Omg/k g/B&^-TSfc&cD, 
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±ib (i) ~ o) ^■rtiMz.umvftmMo 

(5) r^j^^i^tc^(Dm^±.nm^n^m^3mrm^3Brm^^u 

ftHER2^fr£lMF^K:&^1-5fc&tf\ ±|B (4) !2iW£S^J 0 

(6) SHER2^0. 1-4. 5mg/k g/^B^-r^m^-^. TA/Vtfv- 
5 ^fcfi^rcO^JifF^^tt^^Srl. 5~9. Omg/k g/B^f^fc*©, 

±is (i) - o) ^-fnfr\mm,<Di£mMo 

(7) TA;Vb^>^*fc«^<7)^±fF^^n5^$r3WBm^^L, ^tHE R 2 
ftft£l®f^C&^1-5fc&<£> % ±ffi (6) fB«6<£>?&»J„ 

(8) TA/V^v->-*fc«^<D^Ji^$tu5^fctiLHER2^(Dffl*Jt^ M 
10 #ro^f»lil^-C2 : 1-8 : 1 T'fcS ^ t ZftrntTZ, ±fB (l) - (7) 

(9) tiLHER2^i^ffl^$n5^,S?^^MitOfcfeW, 7A;Hf'>^ 

(10) 1^1^, fL*. 1^, fffc, ^Pm^. ^#^3;fcteJJifclgT'fe 
15 5_kfE (9) fBto^ffl 0 

(1 1) flfi&StfS. HER2iS3S^©*^-CfeS±IB (9) £fcf± (10) |B*ft© 

(12) SHER2»0. 1-4. 5mg/kg/0S#t5i^t, 7A;Hf 
^*fctt^©3^±f^£ft 5-3. Omg/kg/0ft4t5ftfcO 

20 % JhfB (9) - (1 1) ^Ttlfr^W.m<Dim o 

(i 3) TJ*si'\?z'^&iLft%<Dm&±tt&£tizi&&3mmmz.3 bk*bs-^u 

, S:HER2feifrSrl®K^S-%-1-5fc*©, ±fE (12) |Eife^ffl 0 

(14) ^HER2S;M0. 1-4. 5mg/k g/Blg^i-S*^^ TA/Hf 
^^*fdtt^O^±W^^tL6^lrl. 5-9. Omg/k g/0gfc£-f5fc*© 

25 , ±|B (9) - (1 1) V^ftiWifEiSO&ffl, 

(15) T^lfi/y*fctt^O|!l^±^$H5SI*3iBM^S^L, ^HER 
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(i 6) r^j^iy^tcn^(Dm^±nm^^tmHER2tjii^(DmMiti!)K 
m%-<D& j *m&imm'?2 i~8 : i x°hz>zt z>, ±ib o) - (i 
5) ^■ftifricmmo&m,, 

(is) -^gm^ nm, w-s, 2Fm^ ^^*fc{«^r^ 

S_kSB (17) lB«fe(D^^ 0 
(19) HER2^m^^aT*foS_h|E (17) (18) fE$6 

(2 0) ^HER2»0. 1 — 4. 5mg/kg/0^U Tiv/Hf$/^£fc 
{^^>^±fF^^^§^0. 5-3. Omg/kg/BSWrt^tf 

jlie (17) - (19) ^~rnfr\z:mm.<Dmmj>mo 
15 N i/LUKR2m^immm^-^i-^^t^bfj:^, ±m (20) mm.<Dmw^m 

o 

(2 2) ^tHER2^L#:^0. 1-4. 5mg/kg/0g4U T^/Hf v^ifcfc 
«^<D|£^±!^£;}x5j&£l. 5-9. Omg/kg/P^nri^#itt 
5, ±IS (17) - (19) ^-ftlfr\Ll&M(Dli3m*m 0 
20 (2 3) TA^t^^*fc«^©^±fF^^tL5^^3jgr^-S-^L, fctHER 
2ftfc*im%mz.&$--$-Z)-bfrbteZ>, ±IB (2 2) lEf^?&^f& 0 
(2 4) TJ*;ls¥i/y*fcltZ<Dm¥±n®£tl%&kttHER 2^#c£ffl*J£^ N 
M^O^f^l3l^T*2 : 1-8 : lX°hZ>^t*W&k-fZ>, ±15 (17) - ( 

23) ^rtifr^mm<nfem%m 0 

25 (2 5) T^V^>y*fcfi^<D^±fF^$n5^^tfmiom^. *3J:tf 
^HER2^^tf^2^m^#J^^^^), K 
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(2 6) K;HER2fiifri: Lt/^t^f ±!B (1) ~ (2 5) fm 

*%W<oi&$i£tb1im&, tt$fik<D7J*fr\f*sis^ 7^t^>;-;^fc^« 

5 

7A;vt'->y, 7 J»fr If > / —frit fi^co^^±fF^ £ ft 5 4g£^n®j&£ t "f 
5#35E©&£&f&gE8!lfcJ\ SHER2^^ffflf?)-^-J:oT, ftHER2ft 

W ^Bfete. 7'^^7^>i»S[x ^^^^fifete, ^V*^*^:^ 

-<isni/xfr*>'mi&, $>7t — ^fr^>mmm<Dmmmi&^mf^fi^o &m 

^~$j*&m<Dmm&g;&, bv^frr^-v&i&.s bv s-fr7>-^=-v 
Ats, vw-vj*^ *Mv-fn \f?\^7^^j>Mm<owm&&^Mi^mi ^ft 

•So 

^HER2$i^H HER 2 (t h±^»^ftB^^#:2 * W^f (human 
20 epidermal growth factor receptor 2 protein)) (3lM~f~3£itffc ; £:&!&L- > HER 2& 

T$S3ti"5rt^-et*o ^Jx.f*> ^HER2^/^P-t«ll WO8 9/0 
6 6 9 2fcWML<DJ?mz.\stc&<>X§mtZZ. bfrX$Z> 0 IAft$iHER2 
25 ftfcfi, WO 9 4/0 4 6 7 9 fcfBftOlfc'SsK: Lfc/^oTM^-f 5 r b 5 0 ft 
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<?-f (Trastuzumab, k^f-ls™, Genentechfct) &&fbtlZ> 0 

ttmto&&&tbfflti<ot&&*tett£z>&tti. m^mmztift^K her 2^ 
i8^lt^5*^*lv>. mints urn. ws*. mmmm, ipjjms* 

10 TA/l^b'i/^fcf^«^±fF^$nS^ifei:HER2^;^ilS 
, TA/^t'^V^fcfi^«^Ji^$tLSjfei^LHER2^«Dffl*^<-t-5 

0 £>fc »9 $1 1 0 m g lOOOmg 0ll<fi^3Omg 5 0 0 

25 ii^fi^A^Ll BfcfcDjKJl 0 0mg~j|&3 0 0 0mg©*5ffl, 

L<{i3$300mg~|$15O Omg<Df£ffl& 1 0T£fcl4&@|£#ttTk#1"* 
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*ftPttli:S^$jxS. 04U<tt, ft 3 

10 m#&Tfi*i'4i'&^^Oft7kmmfi}b&mTZZbftX*$Z>o iE^Jfi, # 
15 f£f±/£Afc:2tb 1 B fofc «5 m 5 m g lOOOmg WffiH. b < Ufa 1 0 

in vitr o0M!TMS^&*&a*bfcjfc£Jt2 : 1~8 : 1 WStT M\f^ 

25 Mteimmhtzy<DmAtt,t b-c, 2 : i~8 : i©ii^ju\ 
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0. 5H&3. Omg/kg^MT*30fll0t#^ 3 i!MIBllW"e«4Srjfift?) 

iitc mo. i~$j4. 5 

mg/k g<Dmmfmv&mto& J f&ti, immm^^^ti^>o 

8 % 1 5 0 @ ^/n— feT 0 ^ V™^r^1-6 r b U\, 

1 <£i£&J&^ *5 <fc ( b ) £ LTfciH E R 2 ^tftSr^tf |g 2 (Bjj&fife 

K^yyvif ^^i:/N— feT"^^™^ ZHfrmfoft-tfi-Z k 
15 ^$3&v>di:^bfllSB"C#5o ^K^y^tr~v'^cD2^40^TA / /ut^>'^^^ 

20 ft5t><B-C»4ftV\, 

In vitro IfflMfUM 

y/Hfi/^i^— fe^V™© in v i t r ote&ttSffiffl&m&W^fco #JB 
25 ^J^te, ^7^©»i^ Combination index (CI) *&\ftfZ>Z.t\Z.& 
*)f¥fl5Lfc(M. Pegrametal, Oncogene, 18, 2241-2251 (1999) ) c 
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0 7Mt^/- /W£, JCffl8e,1&<D%fe (Ishizumi et al. , J. Org. Chem. , 52, 4 
477-4485 (1987) ) Hie XWtt 5r^^T*t5„ 

kf»J!»BT-4 7 4 (HE R 2 £iH3B3&LTl^3jlWJ&H0 ^ATCC(Ame 
5 rican Type Culture Collection) <t <9 A# Lfc 0 D-MEM (Dulbecco'. s Modified 
Eagle Medium) fgl&bF- 1 2 (Nutrient Mixture F-12) inMt &lft&&tf]&i&X* 
&oT, ^t2.5mML-W^y N 1 0 % »> istifjOLlhffi (FCS) x &J;tf2 
. 5 n g/m 1 TiN^xy ^yB^^tt^itt, t >?LiH»BT-4 7 4 

io &(Dmm^-b*mm$:R\^tc 0 

JfeSlTA^nf S/y:£J;tflMTiv4^yy-/M;i. 4£fflB#f- l mg/m 1 «t 

15 ?\zMm7kxmn^, mmmw&. &mx2i&w$&tirvivxR^tc 0 

m& K=¥ V /Hfv^W:, &?Pgg£ J: "9 bfc D 10mg/^ T/vmSSg* 5 m 1 

LT 2 m g /m 1 ©$££|S§il U ^ffl Lfc„ 
jBfeftf'© t ML«BT - 4 7 4 £ h y yV^S U J#ififc:®iB^ 96!>x 
^V-M£jffiLfc„ SSft^ti, 1 x 1 0 4 c e 1 1 s/0. 1 m 1 /w e 1 1 
20 kVtCo ffiffi&. 3 7°C, 5%C0 2 l:T^^a^^^t-i@|tfc(D a y 
0). 

&fflmmfcfflkmmW1tfRm 0 . 0 5ml/wel 05ml/we 

1 1 irfcS&nU TOI¥«Hfi^#)W#WO. 0 5 ml /we 1 1 fey" 
^y™»^ 0 . 0 5 m 1 / w e 1 1 Lfc (D a y 1 ) 0 #»J««^f^ 

25 fiftT^fi/yT-ttO. 0625-16 /z. g/m 1 , &@£Ti^Hfi// — ^ttt 0 . 
0 0 6 2 5-1. 6 ^ g/ml , ^K^y^t'^yyTiiO. 0 0 6 2 5-1. 6 m 
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g/ml,^-Wy™tttO. 000 7 8 1-0. 4 jtt g/m 1 t Lfc a MM 

Day4£T% 3 7°C, 5 %CO 2 Kl"T>f y^a^-^ *-<?J£3lLfc 0 
Day 4^, ^MCO. 02m 1 ©WS Ti» (y^ifcHMIfSS (PBS) 1. 
5 3 m g /m 1 WS T - 1 (2-(4-iodophenyl)-3-(4-nitrophenyl)-5-(2, 4-disulfop 
henyl) -2H-tetrazolium, sodium salt) 3$£.lfiO. 1 4mg/ml 1— Metho 
xy PMS (l-Methoxy-5-methylphenazinium methylsulfate) £re5 Wi~<5^$0 
&8&DLfc, *r<D8U 2~4I$W* 3 7U syoCO^^T^f^^-^nft 
U MICROPLATE READER Model 3550-UV(Bioradtt)T?®3feS*rffi3tt % £ftM&&£r$!l 
10 SLfc 0 

&5ig»PfffljSp (fa) *#Sfcfe^lli:$ix54l:iftTA/Hf^^ % 

bination index (CI) £^fct}Lfc(M. Pegram et al. , Oncogene, 18, 2241-2251(1 
15 999)) e 

f a = 1 - f 

D = D m X {fa/ (1- f a) } ^'"...-(D 
CI=D 1 /Df, + D ! /Df 2 + (D,XD 2 ) /'(Df,XDf 2 ) 
&3b\ f, D m . mKio^Tf*, £(Ttf>£ ?^LT|ffcfc|-f 5 0 
20 f =(#»J^WP«^¥*Uffi)/ / (m^Jji^Omg/m 1 <0<ftft&<0¥$H!t) 

A 420 -A 63 o 

&aJ*£©#ffl*|-#K:*tU (l/f)-l<^ffl^$t&7°ny hU ft/h 2 3l«fe^|SI# 
^tf>M#m£X^Jt£*&fc 0 X^Oflt^ I C 50 ft (5 0%©» 
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±E<7> £ 5 fc. UT C I ^atWJ* f a ^r^tU Ufc. f a o . 9 V>M&<n 

c i {jt£#£s 0 c i = i oa^KiffiiDSft*, cki -effisisb*, c i > 1 -eteft 

..H«J1 

"l©#£"©#JB^£3»£Ut, faOP^ 0. 9O^0CIIS:*«)t, JUT 



1 





c nt 




D 2 


Dft 


D f 2 




0. 38 


0. 239 


0. 119 


0. 671 


6. 312 




0. 92 


0. 373 


0. 187 


0. 434 


6. 312 



HJfe0!l2 

Jt£«b£ii\ 2:1-8: 1 tWttfflW^ffl^OfftnWRSrfrofc. f a© 
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2 





C Hit 


D, 


D 2 


Df, 


D f 2 


2 : 1 


0. 38 


0. 239 


0. 119 


0. 671 


6.312 


4 : 1 


0. 33 


0.212 


0. 053 


0. 671 


6.312 


8 : 1 


0.42 


0. 279 


0. 035 


0. 671 


6.312 



D 1N D 2 , Df 1% D f 2 0^{i«( tf g/ml)T'fe5 0 

%Xitt>*2 : 1~8 : 1 <D$miVC HBtfSVvf flh 1 . 0 £ 9 U 

-to 



3 





c I fit 


Di 


D, 


Df, 


D f , 




0. 17 


1. 267 


0.032 


7. 542 


6.312 



D x , D 2 , Df 1% D f 2 <DmZte(»g/tal)T*h% 0 

$k±<D£?^ -<^7^c:J;6#fffl^M^Cj:l9 N Combination index ( 
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T#^1f/VQ»l*He: K :3 fy^tf^>'^2.92mg/kg (35mg/nr) ©S-¥-*t?3aWI|B5 

Jjfrfb^tfj^ftS (Toxicology, 13, 263-273, 1979, E. J. Gralla, et. al. ) „ %fc 
, ^t^y™Ot 4mg/kgi£-^ feM2mg/kg(D^^-^^— yPflS 

15 © ^J^^gf 

© ^^K^V/l'tfv'V 2—4 rag/kg, iv, 8q3W 
© SfiftK^y/Vtr^y 2— 4 mg/kg, iv, 8q3W 

/N-feT'fy™ 4mg/kg, ^tf>^il2mg/kg, iv, 240$^ 
© ilSfeT^Ufv'V 4—8 mg/kg, iv, 8q3W 
20 © ^JStTJ^J^\f-» 4—8 mg/kg, iv, 8q3W 

A-t^>™ 4rog/kg. ^(D^^M2rag/kg, iv, 240^ 



25 gm_hO^Jffl# 



WO 02/09754 



PCT/JPOl/06467 



15 



WO 02/09754 PCT/JP01/06467 

16 



i t © I 1 

2. mm&tk im ^fuss, ^^*7cf»^T*fc5 
mxm i ib^<d^« 0 

3. mm&l)\ HER2^^^ST'fe5ffi*iI1^7t«2|Eit^«J 0 

4. ^HER2^SrO. 1-4. 5m g/k g/0fe4-f5i^t x 7A;HfS/ 
^fc(t^(D^ih^$tb?,^^0. 5-3. 0mg/kg/Bg4t5fcft©, 

5 . t ^\f^-^tzL\t^(om^±^m £tiz>&&3 mm&t. 3 0 ras* 0 u 

6. SHER2»0. 1-4. 5mg/kg/BS4f5i^t, TAyl/fv' 
^Sfcf±^<&3i£^±f^£*L5*££l. 5-9. Omg/kg/0S#t5fcftO, 
fff^Jl 1—3 ©Vvf ;h,i&> 1 5IE^©^^J 0 

7. TA^t^>^*fcH^(Z)^±f^$n^^^3Mr B m^S:^U KHER2 

ifcfr^ 1 mmmz&^-tz tubo^ m^m 6 mMvmmm* 
%-<D®LJi-m&immx*2 ■. i~s : lT-fosr^^t^-rs, 11*^1-701^ 

10. HJffix $mffi. ^ftm-iiltttms-ehz 

1 1 . i&m&i>K h e r 2 ttmommm-vh sut^i 9^10 ia^w^ 0 

12. KHER2»0. 1-4. 5mg/kg/0^t5i^ 7A;Pt> 
>-*fd^<D^±f^$tL5^^0. 5-3. 0mg/kg/BjS4t5feftO, 
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tm&% 9 - 1 1 <d\ ^-mfr i m , m$,<D&m 0 

fctHER 2ftft& 1 3SrpWd£4--f5 fcfe©, If^l 2§Eitf)&$ 0 
1 4. JftHER 2ft#:&0. 1-4. 5mg/kg/0g4t5i^t, 7A;H;V 
5 ^^fc^^^i^^tl^^l. 5-9. Omg/kg/BSWfc^ 
Ht**I 9 ~ 1 1 <0\ vf tlfa 1 3llB*t£>&ffl 0 

is. T^^^iy^tz^(Dm^±w^^^^3mmm^M-^, ^her2 
i6. T^\f^^tc^(Dm^±M^^ti^tmHER2UW<D^mit^^ m 

10 ^<D^m^lMmX'2 : 1 — 8 : 1 T*fc5 n t -fZ>, i&3fc® 9 ~ 1 5<E>V^ 

1 8. figs&j&s. ftSS. UJS, fpm^ ^tt&SfcHJJ&S^ifcS 

15 if^Jgl 7|E<6CD?^*-fe 0 

2 0. fctHER 2fct#:£0. 1-4. 5mg/kg/0^U T A/Vtf i/ 
^O^±f^^tv5^^0. 5-3. 0mg/kg/BSWr^^f^t5 

20 , tmm 1 7 - 1 9 m ^-rinfr 1 TO*w>?&ifcfr}5fco 

2 1. TiN/Vt^»-*fc(i^:^^±^$^5^^3Mf B m^3 BMitBft-^U 
SHER2 1 3 5 £ J&> 3 * if 2 0 IBttO teffcfcfcfeo 
2 2. fctHER 2jft#:£0. 1-4. 5mg/kg/0^U T^A'tfv'^fcte 
%<Dm&±.n&£frZ& : kl. 5-9. 0mg/kg/BS#-r5ri:^#fti1- 5 
25 % fjfcjSS 1 7 - 1 9 fifr 1 5IS4ft©ffelSf^o 

2 3. TA/Vt-^^Sfcft^^m^fF^^tia^^Sji^fetC^L, #lHER 2 
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%<D&-$mi;im%X*2 : 1-8 : 1 £ t £#mi1-$> 1 7 ~ 2 3 05 

her 2ttPi;z^trm 2 (Dm&m^ ft 5s &Mm&mm<D*y v 0 
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